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Published: 14 July 2016 Based on a stochastic differential equation model for a single genetic regulatory system, we examine
the dynamical effects of noisy fluctuations, arising in the synthesis reaction, on the evolution of the
transcription factor activator in terms of its concentration. The fluctuations are modeled by Brownian
motion and a-stable Lévy motion. Two deterministic quantities, the mean first exit time (MFET) and
the first escape probability (FEP), are used to analyse the transitions from the low to high concentration
states. A shorter MFET or higher FEP in the low concentration region facilitates such a transition. We
have observed that higher noise intensities and larger jumps of the Lévy motion shortens the MFET and
thus benefits transitions. The Lévy motion activates a transition from the low concentration region to
the non-adjacent high concentration region, while Brownian motion can not induce this phenomenon.
There are optimal proportions of Gaussian and non-Gaussian noises, which maximise the quantities
MFET and FEP for each concentration, when the total sum of noise intensities are kept constant.
Because a weaker stability indicates a higher transition probability, a new geometric concept is
introduced to quantify the basin stability of the low concentration region, characterised by the escaping
behaviour.

Regulation of gene expression plays a major role in molecular biological processes. The coexistence of multiple
states have been found and analysed in a number of different genetic regulatory systems! . In gene expression
and protein production, stochastic fluctuations are natural constituents of biochemical reactions. These fluc-
tuations may induce a transient cellular differentiation of excitable gene regulatory circuits from a vegetative
state to a competent state’?, or lead to stabilisation of an unstable state* and stochastic resonance’. Additionally,
theoretical and experimental studies have established that appropriate random perturbations can induce a switch
process between these states in the genetic regulatory models’~'2, which is usually realized by manipulating a few
key system parameters.

Previous investigations indicate that noise is a key factor for state transitions in genetic regulatory systems.
These stochastic fluctuations have been mostly considered under the usual assumption of Gaussian distribu-
tion’~°. However, various biological systems evolve in random manners under non-Gaussian distribution, such as
the foraging movement patterns of organisms, including albatrosses!® and many marine predators!4, the behavior
of the mutant individual population process', or a protein-DNA target search model on seeking for binding sites
in gene expression's"’.

Meanwhile, a large number of observations from biology experiments showed that the production of mRNA
and proteins occur in a bursty, unpredictable, intermittent manner, which create variation or “noise” in individ-
ual cells or cell-to-cell interactions'®2%. Such burst-like events result in a pulsatile fashion of high transcriptional
activity followed by long periods of inactivity?*-** and exhibit heavy tailed distributions®. The characteristics of
burst-like events, described above, appear to be appropriately modeled by the non-Gaussian Lévy motion but not
by Brownian motion. Note that Lévy motions are sometimes called “Lévy flights” in physics®. A Lévy motion has
a “heavy tail” distribution, as the tail estimate decays polynomially (unlike Brownian motion, whose tail estimate
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Figure 1. Model of genetic regulation with a positive autoregulatory feedback loop. (a) The transcription
factor activator (TF-A) activates transcription with a maximal rate k;when phosphorylated (P) and binds

as a dimer to specific responsive-element DNA sequences(TF-REs). TF-A is decomposed with rate k;

and synthesized with rate R,,,,. (b) The bistable potential. The parameter values are k;=7.5min"", K;= 10,
ky,=1min"!, and R,,;=0.1 min". The stable states are x_=20.1089 nM and x, ~ 5.9467 nM, and the unstable
steady state is x, ~ 1.5445 nM.

decays exponentially fast)?. It is recognised that at the microscopic level tiny jumps and short bursts may be
regarded as the same phenomenon?. It has been also demonstrated that the noise intensity, the stability (Lévy)
index of Lévy motion induces a switch process between distinct gene-expression states''. Moreover, It has been
shown for a stochastic model that the average size of the bursts has an effect on the level of transcription factors?.

To examine the complex dynamical behaviour of a genetic regulatory system (Fig. 1a), Smolen et al.* con-
structed a kinetic model (Eq. 2) described in Methods, which captures the salient features of autoregulation,
signal-dependent phosphorylation of transcription factors (TFs), dimerization of transcription factors, crosstalk
and feedback. A transcription factor activator (TE-A) is considered as part of a pathway mediating a cellular
response to a stimulus. The TF-A activates transcription with a maximal rate k;when they are phosphorylated,
and forms a homodimer that can bind to specific responsive element DNA sequences (TF-REs). The tf-a gene
incorporates one of these responsive elements, thus, the transcription increases. The regulatory activity of TFs is
often modulated by phosphorylation. The TF-A monomer is degraded with a constant rate k;, and synthesized
with a basal rate R,,,. A constant K, is regarded as the dissociation constant from TF-REs. The concentration of
homodimer is proportional to the square of the TF-A monomer concentration, and we consider the binding pro-
cesses to be evolving comparatively rapid.

Taking into account the biological significance and convenience of discussion, we choose appropriate param-
eters in this genetic regulatory system. The deterministic dynamical system (Eq. 2) has two stable states: x_, x,,
and one unstable state x,, as indicated in Fig. 1b. However, the basal synthesis rate of the TF-A monomer R, is
inevitably influenced by intrinsic random, molecular events, such as mutations and the transcription of mRNA
or translation of proteins®?. According to recent works!'®-24, these events exhibit burst-like behaviours in gene
expression and thus it is appropriate to model them by Brownian motion and a-stable Lévy motion in equa-
tion (3) of Methods. The a-stable Lévy motion is a special type of Lévy motion defined by the stable Lévy random
variables. In present paper, we regards a-stable Lévy motion as a pure jump motion, which has larger jumps with
lower jump probabilities for values of « close to 0, while it has smaller jumps with higher frequencies for large
values of o (1 < a <2).

Noise-induced genetic transitions of states can be treated as a first exit problem. Two concepts were applied to
the exit phenomenon: mean first exit time (MFET) and first escape probability (FEP). According to the theory of
large deviation®*-, the height of the potential barrier plays a pivotal role in the discussion of the first exit problem
in the Gaussian case. That is the reason why it was thought that a deeper well would correspond to a more stable
state. When a system is driven by (non-Gaussian) a-stable Lévy motion, it was shown that the MFET increases
with a power e~ of the noise intensity £3-%, instead of an exponential law in the case of Brownian motion. The
asymptotic estimate of the MFET and the FEP were found when ¢ is sufficiently small*-*¢. The nonlocal elliptic
partial differential equations have been considered to solve these two quantities®. Recently, authors have also
developed efficient and accurate numerical schemes to simulate exit problems from the corresponding nonlocal
partial differential equations®-**.

From a genetic regulatory point of view, biologists have focused on primarily on the high end of the TF-A
monomer concentration corresponding to the high degree of transcriptional activity. Moreover, experimental
observations have indicated that adjusting the concentration of transcriptional activators affects the overall level
of transcription'®2*?%23, If we regard the low concentration state as the “off” state and the high concentration state
as the “on” state, the transition for the TF-A monomer concentration from the low to the high concentration state
corresponds to a switch process. Such transitions might explain how a brief pulse of hormone or neurotransmitter
could elicit a long-lasting cellular response®. Therefore, we only focus on how the TF-A monomer concentration
shifts from the low to the high concentration state in this paper.
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Figure 2. Effect of noise on the solution trajectories of the stochastic model (Eq. 3) with initial
concentration x, = 1.3. (a) Solutions are driven under no noise, Gaussian noise, and non-Gaussian noise with
a=0.5, 1.5, for noise intensity 0 =& =0.05. (b) Noise intensities o for (Gaussian) Brownian motion. (c) Noise
intensities € for (non-Gaussian) a-stable Lévy motion with a=0.5. (d) Same as (c) except o =1.5.

We assume that the TF-A monomer concentration switches to high concentration state if it exits from right
boundary of D= (0, x,). A simulation analysis is conducted to investigate the relative importance of Gaussian
and non-Gaussian noises in affecting behaviors of the TF-A monomer concentration model, by analyzing two
deterministic quantities: the mean residence time or mean first exit time (MFET) in D, and the first probability
of escape (FEP) to the high concentration state from D. A shorter MFET or higher FEP in the low concentration
region facilitates a transition. Moreover, because lower stability indicates higher probability for transition, we will
define a new concept (called stochastic basin of attraction) to quantify this aspect of the stability of the low concen-
tration region. These tools and related findings will provide new insights into natural mechanisms of transitions
between low and high concentration states in a genetic regulatory system.

Our research is mainly motivated, on the one hand, by the lack of studies in the gene transcriptional regulatory
system under non-Gaussian Lévy fluctuations, and on the other hand, by the limitation of techniques used in the
existing studies. The existing techniques have been applied to various experimental observations">%1%2 or by
typically assuming that the underlying distribution is stationary”®!. However, the available experimental data
are limited to certain specific parameters, and not all systems have a stationary distribution. In the present work,
we will fill this gap and employ tools of stochastic dynamical systems?. The advantage of this approach is that we
study the dynamical behaviors of the TF-A monomer concentration under Lévy fluctuations by two deterministic
quantities: the MFET and the FEP. We compute these quantities by numerically solving two deterministic non-
local or differential-integral equations (Eqs 6 and 9), corresponding to the stochastic dynamical model (Eq. 3),
without conducting sample-wise or Monte Carlo simulations.

Results
For our numerical experiments, we fix the regulatory system parameters k= 6, K;= 10, k;=1, and R,,,,;=0.4 as
suggested in ref. 8. Thus, the deterministic genetic regulatory dynamical system (Eq. 2) exhibits the two stable
states at x_ ~ 0.62685 (the low concentration stable state), x, ~~4.28343 (the high concentration stable state), and
the unstable state at x, ~ 1.48971. The low concentration region D= (0, 1.48971) encloses the low concentration
stable state x_ = 0.62685 (Fig. 1b). We now focus on the impact of Gaussian Brownian motion and non-Gaussian
a-stable Lévy motion on the mean first exit time, first escape probability and basin of attraction in TF-A mono-
mer concentration model.

We can look at dependence of the TF-A monomer concentration on the noise intensity and the size of jumps.
In the deterministic model (Eq. 2), for the initial concentration x, = 1.3 < x,, the TF-A monomer concentration
x(t) (black solid line in Fig. 2a) will approach to the low concentration stable state x_ as t goes to infinity. While,
in the stochastic model (Eq. 3), the stochastic path (trajectory) X; in the case of Brownian motion does not devi-
ate much from the deterministic path, and the paths are continuous but almost surely nowhere differentiable.
However, in the case of a-stable Lévy motion, a stochastic path has infinitely many small jumps for the Lévy
motion index o= 1.5, while it has larger jumps with lower jump frequencies for small values of &= 0.5, and
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Figure 3. Effect of noise intensity on the mean first exit time (MFET) u(x) with D = (0, 1.48971). (a) Effect
of Gaussian noise intensity o on the MFET. (b) Effect of Lévy motion index « and noise intensity € on the MFET
atx_~0.62685. (¢) Combined effect of Gaussian and non-Gaussian noises on the MFET for different initial
concentrations x=10.3, 0.9, 1.2 and x_ ~ 0.62685 with & =0.5. (d) Same as (c) except o= 1.5.

the trajectory for o= 0.5 is easier to switch to the high concentration stable state x, than for o =1.5. Whatever
Gaussian and non-Gaussian noise, increasing the noise intensity parameters o and ¢ cause larger perturbations
on the trajectory as shown in Fig. 2. This implies that the frequency and magnitude of these two types of noise
substantially affect the TF-A monomer concentration within a cell in gene expression.

Shorter MFET for higher noise intensity. Now, we discuss separately the impact of the Brownian motion
and a-stable Lévy motion on the MFET, which is the mean time of the TF-A monomer concentration X; that
remains in the low concentration region D = (0, 1.48971) before exiting to the high concentration state. The
MFET u(x) is described by the differential-integral equations in equation (6), which is in detail described in the
Methods. Notice that it has a nonlocal “Dirichlet” condition, i.e., the value of u(x) equal to 0 for the entire exterior
domain D¢ (the complement set of D). In particular, the boundary values are u(0) = 1(1.48971) =0.

In the deterministic model (Eq. 2), the trajectories stay in the low concentration region D forever. When the
reaction rates of synthesis is subject to a stochastic perturbations defined in equation (3), the residence time in
this region becomes finite. It demonstrates that the longest residence time corresponds to the concentrations near
the x_=20.62685, since the potential energy is smallest at there. Another observation from Fig. 3a,b are that larger
values of noise intensities o and ¢ lead to a shorter residence time. Besides, compared with Brownian motion, the
Lévy motion shortens the MFET when the value of noise intensities o and € are fixed.

Shorter MFET for higher Lévy noise intensity and larger jumps. In Fig. 3b, analyzing the influence
of the a-stable Lévy motion parameters, the index a € (0, 2) and the noise intensity € € [0, 1], on the MFET for
the low concentration stable state x_, we conclude that the MFET increases with increasing o, when ¢ is small.
This indicates that the state x _ becomes more stable. Also, we find that for sufficiently large values of ¢, there are
critical values of cvleading to change of the MFET from increasing to decreasing, which is in accordance with the
stability behaviour of the state x_.

The results indicate that we have to consider a higher € and a smaller « (larger jumps with lower jump fre-
quencies) if we expect to reduce the MFET. Thus, the TF-A monomer concentration X, is easier to shift to the high
concentration state in this situation. This result agrees with the observation in ref. 20. The preceding result implies
that a switch process can be induced by varying noise intensities o, € and the Lévy motion index « in the genetic
regulatory system. This is also realized by manipulations of k;in existing works*.

Optimal Gaussian and non-Gaussian noise intensities for maximizing MFET. Having discussed
the individual impact of Brownian motion or a-stable Lévy motion on the MFET, we examine now the combined
effect of these two types of noise. The important question is which one has a greater contribution to the residence
time and how the input of the noises make the MFET the largest. We define a parameter \ as the relative contri-
bution factor (RCF), which is the ratio of relative intensity between the non-Gaussian noise intensity ¢ and the

Gaussian noise intensity o in stochastic model (Eq. 3), i.e.,
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We take o to be within (0, 1]. We assume that € + 0 =1 to guarantee that the total quantity of noises are deter-
mined. If A <1, it implies that the Brownian motion has a major role on the maximum residence time, but if
A> 1, then the a-stable Lévy motion has a greater impact than the Brownian motion on the MFET.

Considering the impact of A on the MFET in the range D of the low concentration, four different initial con-
centrations, i.e., x=0.3, 0.9, 1.2 and x_ ~ 0.62685, are selected. Fig. 3c,d show that the MFET is increasing, as A
increases, up to the maximum value of the MFET, and then, further increase of X leads to shorter mean residence
times. When ) reaches a certain threshold value )\, we observe that the MFET remains nearly constant with
increasing A for different levels of concentration.

In details, for a small value of & (0 < av < 1), such as «=0.5 (Fig. 3¢), the concentration of the TF-A monomer
focuses on the low concentration stable state x_. The maximum value of the MFET corresponds to the threshold
Ao > 1, i.e,, the intensity of the non-Gaussian noise is A, times larger than the Gaussian noise. This suggests that
the a-stable Lévy motion plays a crucial role in the residence time of the TF-A monomer concentration for the
larger jumps. Besides, as \ is increasing, keeping other factors fixed, the MFET is decreasing a bit at first, and then
remains identical. For a larger value of v, such as av=1.5 (Fig. 3d), the threshold A, < 1 due to the significant effect
of the Brownian motion, and the value of MFET presents a greater decrease before entering into a constant level.

These results imply that we find the optimal proportion of Gaussian and non-Gaussian noise which has a
desirable effect on the MFET. This optimal proportion is the threshold A,. For each TF-A monomer initial con-
centration x, there exists an optimal proportion for these two noises, for which the MFET of the TF-A mono-
mer concentration becomes the largest, indicating the greater stability of the low concentration state. The MFET
becomes shorter or remains a nearly constant level when the value of ) is changed, corresponding to decreasing
or increasing € and o.

Two scenarios of escaping. Now, let the starting concentration x be in the low concentration state D, we
quantify the impact of noise on the probability of first switching to the high concentration state E, via first escape
probability (FEP). The FEP p(x) is a solution of the differential-integral equations in equation (9), which is pre-
sented in Methods. We assume that the probability is 1 when the stochastic path (trajectory) X, lands in a subset
E of D¢ (the complement of D), otherwise the probability is 0, which are described by the Balayage-Dirichlet
exterior boundary condition. The high escape probability p(x) value indicates the high likelihood for the TF-A
monomer concentration X; transition from the low to high concentration state. Considering the escaping phe-
nomenon, we have to distinguish two situations: if the escape region D is adjacent to the escape-target region E
(Scenario 1) or not (Scenario 2),

 Scenario 1: The starting concentration of the TF-A monomer belongs to D= (0, x,), and the probability exits
to outside of D from the right boundary x, reaching E = [x,,, +-00) with the boundary condition p(x,) =1.

 Scenario 2: The concentration of the TF-A monomer X, lands in the specific local high concentration region
E={c, d], which is not adjacent to D = (0, x,). The probability is equal to 0 when the X lands in the outside of
D except E (i.e., D°\E) with the boundary condition p(0) = p(x,) =0.

Effect of Lévy motion index and noise intensity on the FEP for different concentrations in
Scenariol. We are concerned with how to enhance the likelihood for state transition from the low to high
concentration. As seen in Fig. 4a, an intersection point appears near the x_ 2 0.62685. When the starting con-
centrations x is larger than the intersection point, the probability of escaping is larger as the value of « increases.
Moreover, at a fixed initial concentration x, the escape probability p(x) is the largest in the case of Gaussian noise
(av=2). The behaviour of the escape probability is opposite when the starting concentration x is smaller than the
intersection point.

In addition, we investigate effects of Lévy motion parameters o and € on the FEP for the following three rep-
resentative the TF-A monomer initial concentrations x=0.012, 1.4 and x_~20.62685. As o becomes larger, for
the different values of the noise intensity € = 0.25, 0.5, 0.75,1, the FEP tends to decrease for x=0.012 as shown in
Fig. 4b. While, in Fig. 4d, we notice that the FEP increases as « increases for x = 1.2. The rate of increase is smaller
than the decrease rate in these two figures. For the initial concentration at the stable state x_ ~ 0.62685 in Fig. 4c,
the behavior of the escape probability does not change monotonically for each ¢, instead, the FEP first decreases,
reaches a minimum, and then increases with increasing a. According to these results, the behaviour of the tran-
sition probability depends on the concentrations of the TF-A monomer. Besides, the bigger € has more evident
effects on the FEP with increasing cv.

Larger jumps in a-stable Lévy motion promote the transition in Scenario 2.  Next, we look at the
effect on the FEP when a selected target domain E = [3, 5] is not adjacent to D= (0, 1.48971). In Fig. 5a, we find
that there is no intersection point, and the value of FEP p(x) is smaller comparing with Scenario 1 (Fig. 4a), for the
same starting concentration x. Because of the distance between D and E becomes farther, this result is consistent
with the existing theories®**. The escape probability profile is flat in the middle of the domain and drops to zero
quickly near both boundaries, determined by the boundary conditions (p(0) = p(1.48971) =0) in Scenario 2. The
FEP becomes bigger with a decrease of a, i.e., larger jumps with lower frequencies are more beneficial for the
long distance range shifting. The probability is zero for Brownian motion, because the trajectory of the Brownian
motion is continuous, for almost all samples unlikeness trajectory of the Lévy motion, which has right continuous
with left limit paths, with countable jumps in time. Thus, Brownian motion with continuous paths can not jump
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Figure 4. First escape probability (FEP) p(x) from the low concentration region D = (0, 1.48971) to the
adjacent high concentration region E=[1.48971, 4-00). (a) The FEP p(x) for a-stable Lévy motion with

a=0.5, 1, 1.5 and Brownian motion, for noise intensities o =& =0.5. (b) Effect of Lévy motion index « and
noise intensity ¢ on the FEP at x=0.012. (c) Same as (b) except x_~20.62685. (d) Same as (b) except x=1.4.
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Figure 5. First escape probability (FEP) p(x) from the low concentration region D= (0, 1.48971) to a non-
adjacent high concentration region E=[3, 5]. (a) The FEP p(x) for o-stable Lévy motion with « =0.5, 1, 1.5
and Brownian motion, for noise intensities ¢ =€ =0.5. (b) Effect of Lévy motion index « and noise intensity

€ on the FEP at x_ ~0.62685.

to E which is not adjacent to D. It indicates that Gaussian fluctuations can not induce transition phenomena by
itself in Scenario 2. Figure 5b shows that as o increases, the FEP for the starting concentration at x_ ~ 0.62685
tends to increase to its maximum value and then decreases, and higher values of ¢ have a greater effect on decreas-
ing FEP. The behaviour of FEP for the other starting concentrations in D are similar to this case .

In Scenario 1, both Brownian motion and a-stable Lévy motion advance transition in different
ways. We would like to further investigate the transition probability for the a-stable Lévy motion combined
with Brownian motion. The measurement parameter A in equation (1) indicates the relative intensity of these
noises in the overall impact of perturbations.

In the first Scenario, for small value of & = 0.5 and the lower initial concentrations of the TF-A monomer,
such as x=0.3, and x~ 0.62685, Fig. 6a shows that increasing \ causes increasing the FEP, and the value of FEP
remains constant when A reaches the threshold A, > 1 for the low concentration stable state x_. This )\, indi-
cates that the a-stable Lévy motion promote the transition with increasing A. For higher starting concentrations
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x=0.9, 1.2, the FEP is the largest for the threshold A\, =0, which implies that the synthesis reaction rate is only
affected by the Brownian motion. As \ increases, the input of the a-stable Lévy motion component inhibits at
first, and then it has no further effect on the probability of the transition. Figure 6b shows that the behaviour
of the escaping probability is in agreement with the corresponding result in a = 0.5, for three values of initial
concentration, i.e x=0.3, 0.9,1.2. However, for the starting concentration at x_, the non-Gaussian noise does not
promote but reduces the probability of escape with increasing . It indicates that the behaviour of the optimal
proportion A is also affected by the Lévy motion index « even for the same concentration.

We conclude that there is an optimal ratio of the influence of the Brownian motion and a-stable Lévy motion
on the FEP for all concentrations in Scenario 1. For lower concentrations, the pure jump motion induces a greater
contribution to shift to high concentration state, improving the efficiency of the transcription. While for higher
concentrations, the impact of Brownian motion on the transition probability becomes stronger in the genetic
regulatory system.

In Scenario 2, a-stable Lévy motion is more likely to induce a transition. Next, we assume that
the regions D=(0, 1.48971) and E = [3, 5] are not adjacent. Figure 6¢,d illustrate that the increase of A leads to the
largest probability, corresponding to thresholds A, > 1, then the FEP will keep nearly flat. With the increase of A,
the FEP also undergoes a sudden increase up to a certain level, starting from which the FEP takes a near-constant
value. Anther observation is that the FEP is higher for & =0.5 than for a = 1.5 with the same concentration. It
means that it is easier to accomplish a transition with « closer to 0 in Scenario 2, which relates to larger jumps
with lower jump probabilities. When A= 0, it means that the system is only under the influence of Brownian
noise, the probability of escape to the high concentration state goes to zero, as seen in Fig. 5a. The preceding
result shows that the a-stable Lévy motion has a larger contribution to the transition than the Brownian motion
in Scenario 2.

Definition of stochastic basin of attraction. The preceding results show that the low concentration state
is less “stable” when the MFET is shorter or the FEP is higher, and then it is easier to switch to the high concentra-
tion state for the TF-A monomer concentration X,. This is beneficial for transcriptional activities. Thus, it is
interesting and relevant to investigate the stability of the low concentration state or low concentration region.
Menck et al.** introduced basin stability, a new concept of stability, that is measured by the volume of basin of
attraction. The basin of attraction is a property of deterministic dynamical systems. It is well known that the basin
of attraction of an invariant set is the set of all initial states for which the solution of the system converges to this
set*!. We will extend this to a new concept: stochastic basin of attraction (SBA) for stochastic dynamical systems.
It will be used to quantify the basin stability based on the basin’s volume. The volume is here simply regards as the
interval length of the basin of attraction in R'. A concrete approach based on the MFET u(x), and the FEP p(x) is
utilized to quantify the SBA. We now formally define the SBA for a closed set K.
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Figure 7. Effect of noises on the stochastic basin of attraction. (a) The closed set K with noise intensities
o=¢e=0.5, exit domain B(x_) = (0, 1.48971). (b) The stochastic basin of attraction B in the model with
Brownian motion, return to K from domain D = (0, 0.4387)U(0.9869, 6). (c) Same as (b) except in the model
under a-stable Lévy motion, with av=0.5. (d) Same as (c) except a = 1.5.

The stochastic basin of the closed set K is denoted by %5 (K) = K \J M. It is the collection of all initial points
X, = x € R satisfying: M= {x € K|p(x) > p°}. Here p(x) is the probability for all initial points return to the closed
set K from outside of K. The closed set K can be quantified by the MFET u(x), K= {x € Blu(x) > u"}, i.e., the stochas-
tic solution X, starting in K and remains there for a finite time and B is the deterministic basin of attraction of a
invariant set. The closed set K can be taken as an invariant set in the sense of stochastic dynamics.

In other words, SBA is the set of all initial concentrations whose trajectories have a high probability to return
to the set where the stochastic solutions may remain for a long (but finite) time. Going back to the TF-A mono-
mer concentration deterministic model, the low concentration stable state x_ is an invariant set, the deterministic
basin of attraction B(x_) = [0, 1.48971], where the TF-A monomer concentration x, = 1.48971 is an unstable
state. We focus on discussing the size of the basin of a closed set under Gaussian and non-Gaussian noises. For
convenience, we assume that all the escaping domains are bounded. The detailed descriptions and simulation
results are presented below.

Stochastic basin of attraction under Brownian motion. Considering that the size of the basin of
attraction was effected by the Gaussian noise (i.e., e = 0) at first. Figure 7a illustrates that the mean residence time
is longer than uj; = 2.3 when the TF-A monomer initial concentration x belongs to the closed set K= [0.4387,
0.9869] which is marked yellow. It indicates that these initial concentrations start in K and remain there for a
longer time than other concentrations. Next, we expect to estimate which initial concentrations x will return to K
when the rate of synthesis is disturbed by Brownian motion. In Fig. 7b, the probability of escaping to K is up to
p;* = 0.6 as the initial concentration of the TF-A monomer x is close to 0.222 and 2.295, i.e., the part of the low
concentration x € [0.222, 0.4387] will return to K, and the high concentration x € [0.9869, 2.295] will also be
switched to K under Gaussian noise. These sets by definition are parts of the set M; marked green. Thus, the sto-
chastic basin of K is the B, (K) = [0.222, 2.295] (the interval length of two green dotted lines) with probability
p; = 0.6. This implies that the initial concentration of the TF-A monomer x in M, has 60 percent possibility
return to K and remains there. In conclusion, a feasible method is provided here to measure the basin of attraction
under stochastic influences.

When we choose a larger transition probability, such as p* = 0.88, the set of escaping concentrations becomes
M, =[0.3685, 0.4387]U[0.9869, 1.358] which is marked brown. The SBA of the closed set K is
B, (K) = [0.3685, 1.358] (the interval length of two brown dotted lines). Thus, the concentration of the TF-A
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monomer that focuses on M, has a higher probability return to K, while the size of the escape region M, (brown)
is smaller than M, (green). Therefore, the size of the basin B, (K) is also smaller than the previous one 28, (K). It
declares that the size of basin 8 (K) depends on the transition probability p(x) when K is fixed.

Stochastic basin of attraction under «-stable Lévy motion. Now we use the preceding method to
further investigate the size of the SBA evolution under a-stable Lévy motion (i.e., 0 =0). We compare the size of
the stochastic basin of K for a = 0.5, 1.5. The closed set K=[0.4387, 0.9869] has the same length as in case of
Brownian motion with the residence time u; > 1.38. For the small value a= 0.5 (Fig. 7c), the TF-A monomer
initial concentrations x are shifted to K with probability p* = 0.6 from the green region, which tends to be rela-
tively smaller. In contrast, for the larger value v = 1.5 (Fig. 7d), the length of green region becomes bigger with the
same escape probability, i.e., more concentrations return to K with a bigger value of «, corresponding to smaller
jumps with higher frequencies. Consequently, the size of stochastic basin of K becomes bigger for o =1.5. The
results for the larger escape probability, such as 0.88, are in accordance with the results described above. Besides,
like in the case of Brownian noise, the larger probability return to K is associated with a smaller size of the basin
of attraction, and the same results are also manifested in the case of a-stable Lévy motion.

The results on the SBA show that the size of basin of K becomes bigger for « values closer to 2, especially
for Brownian motion (corresponding to v=2). As in discussed*, the size of stochastic basin of attraction for K
expands due to Lévy fluctuations for smaller jumps with higher jump probabilities. This indicates that the low
concentration region K becomes more stable (in the sense of basin stability) when the fluctuations are of Lévy
type with larger «, and hence is less in favor of transcription.

Discussion

In summary, we have examined the impact of (Gaussian) Brownian and (non-Gaussian) a-stable Lévy environ-
mental fluctuations on the synthesis reaction rate of a specific TF-A monomer concentration dynamical model
(i.e., a stochastic differential equation). The mean first exit time (MFET) and the first escape probability (FEP) are
computed to quantify the mean residence time in the low concentration region before exit to the high concen-
tration state and the probability that the TF-A monomer concentration shifts from the low concentration state to
the high concentration one.

Using both analytical and numerical tools, we have found that the noise intensity o, ¢, the jump frequency and
the jump size of a-stable Lévy motion have significant and delicate influences on the MFET and the FEP. There
are optimal proportions of Gaussian and non-Gaussian noise intensities that maximize these two quantities, when
the total sum of noise intensities are kept fixed. Beyond this optimal combination, the increases of the relative
contribution factor A does not further affect the MFET and the FEP.

Due to the competition between the Lévy motion index « and the noise intensity ¢, the behaviour of the FEP
depends on the concentration of the TF-A monomer in Scenario 1 (when the low concentration region and the
high concentration region are adjacent), the transition probability increases as the TF-A monomer initial con-
centration x takes values near the high concentration region. In Scenario 2 (when the low concentration region
and the high concentration region are non adjacent), Brownian fluctuations in the stochastic TF-A monomer
concentration model can not induce switching phenomena by itself, since the solution paths are continuous and
thus can not jump. This is unlike the stochastic TF-A monomer concentration model with a-stable Lévy motion.
However, Brownian motion has an effect, although hinders rather than promotes transition, on the switching
when combined with a-stable Lévy motion.

We have also presented a method to measure the size of the stochastic basin of attraction for a closed set (taken
as a set containing the low concentration state) in the TF-A monomer concentration stochastic model. This ena-
bles us to quantify the basin stability of the low concentration state. For this specific stochastic model, we have
observed that a smaller size of the SBA implies a higher probability return to the closed set K. Moreover, the low
concentration region K becomes more stable when the fluctuations are of Lévy type with larger «, and hence is
less in favor of transcription.

Methods

The TF-A monomer concentration deterministic model. To investigate effects of noises on the transi-
tion to high concentration state from the low concentration one, we presented two classes of mathematical mod-
els. First of all, we consider the kinetic transcriptional factor activator (TF-A) model of a single genetic regulatory
system with a positive autoregulatory feedback loop*. The TF-A monomer regulates transcription with a maximal
phosphorylated rate k;and binds to specific responsive-element DNA sequences (TF-REs). The TF-A monomer is
decomposed with rate k; and synthesized with rate R,,,. These simplifications give a model with a single ordinary
differential equation for the TF-A monomer concentration x

2

kix
ax _ 2f— — kyx + Ry, x(0) = x, € R
dt X"+ Kd (2)
The equation (2) can be written as x = f(x) = — U’(x) with the potential energy is

X

5

U(x) = ks./K; arctan + %xz — (Rygs + kp)x.

Under the following condition on the parameters
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3 2 2P
ks A Rpas N Kalky + Ryas) KRy N Ky [ky + Ry <o,
3k, 6k, 2K, 3k,

this deterministic system has two stable concentration states x, = 2./—p/3 cos(d) + (k¢ + Ryae)/(3k ),
x_ = 24—pl3 cos(f + 2m/3) + (k; + Rbus)/(3kd) and one unstable state x, = 2.[—p/3 cos(6 + 47/3)+

(ky + Rbas)/(3kd) Here p= K, — [tky + Rbas)/kd] 13,9 = Ky(k; — 2Ry, )/(3k,) — 2[(k; + Ry, )/(3k,)Pand

0 = arccos| —q/2\—p*1271/3.

The TF-A monomer concentration stochastic model.  Secondly, we examine the dynamical effects
of noisy fluctuations, on the evolution of the TF-A in terms of its concentration, involves both Gaussian and
non-Gaussian distributions. In the introduction, we have discussed about non-Gaussian characteristics of fluctu-
ation in transcriptional from gene. To represent the reaction rate of synthesis of noises fluctuations, our model is
written as a stochastic differential equation

ax kX2 . .
o I kX, 4 Ry + 0B, +¢L), X, =x€RL
X!+ K, 3)

Here Bt, Lt are Gaussian and non-Gaussian noise, which can be modeled by a scalar standard Brownian motion,
and a scalar a-stable Lévy motion with the generating triplet (0, 0, v/,,). In this paper, this a-stable Lévy motion is
a pure jump process and independent of B,. We define a parameter ) as relative contribution factor, which is the
ratio of relative intensity between the Gaussian noise and the non-Gaussian noise, i.e., A= (¢)/(0), o belongs to
(0, 1]. We assume that ¢ + o =1 to guarantee the total quantity of noises intensity are determined.

The a-stable Lévy motion. The Lévy motion (process) L(f) is thought to be an appropriate model for
non-Gaussian processes with jumps, which has properties of stationary and independent increments. That is, for
any s, t with 0 <s <, the distribution of L(f) — L(s) only depends on t — s, and for any partition 0=, <t, < ... <
t,=t, L(t;) —L(t;,_)),i=1,2, ..., n are independent, the sample paths of Levy process are almost surely right con-
tinuous with left limits (cadlag)?”. A scalar Lévy motion is characterized by linear coefficient b, a diffusion
parameter is Brownian motion with covariance Q, and a nonnegative Borel measure v is called Lévy jump meas-
ure of the Lévy process, defined on (R, B(R")) and concentrated on R'\{0}, which satisfies

2 A D(d
I. oy (P A D) < oo

By the Lévy-Itd decomposition?”#2, a Lévy process with the generating triplet (b, Q, v) has the following
decomposition:
L(t) = bt + B2 + f yN(t, dy) + f yN (t, dy), fort > 0.
<1 y21 4
Here B = oB,, for a Brownian motion B, with a covariance Q, such that Q= 0% The process

(f‘yklyN(t dy), t > 0) is the compensated sum of small j Jumps, the process (f‘ >1yN(t dy), t > 0)isacom-

pound Poisson process used to describe the “large jumps’, where N(t, dy) = N (¢, dy) tv (dy). The jump meas-
ure is v(S) = EN(1, S), i.e., the average number ofJump size in the set S per unit time. In present paper, we
consider a-stable Lévy motion with a triplet (0, 0, v), i.e., a pure jump motion.

The distribution for a stable Lévy random variable L is denoted as S, (6, 3, 7). Usually, « is called the Lévy
motion index (stability index), ¢ is the scale parameter, (3 is the skewness parameter, and -y is the shift parameter.
For 0 < o <2, the stable Lévy random variable L has the following tail estimate®.

148

lim y*P(L > y) = C,
y—0o0 2

Here C, is a positive constant. This estimate indicate that stable Lévy random variable L has “heavy tail’, as the tail
estimate decays polynomially.
The symbol S,(6, B, 7) refers to the distribution function for a stable random variable. Such as the normal
1
distribution with a = 2, 3 = 0, X ~ N(7, 276%), a symmetric a-stable Lévy distribution L,~S,(tv,0,0),
a€(0, 2), the jump measure is defined*>*%:
_ Cudy

(e}
=

e (5)

For 0 < o < 1, the cv-stable Lévy motion has large jumps with lower jump probability, while it has smaller jumps
with higher jump frequencies for value of « close to 2.

Mean first exit time. We define the first exit time from a low concentration region D as follows?®

SCIENTIFICREPORTS | 6:29274 | DOI: 10.1038/srep29274 10



www.nature.com/scientificreports/

7(w, x) = inf{t > 0, X,(w, x) & D},

and the mean exit time is denoted as u (x) £ E7 (w, x) > 0. It is the mean residence time in the low concentra-
tion region before exiting to the high concentration state. By the Dynkin formula for Markov process, we obtain
that the mean exit time u(x) satisfies the following determine differential-integral equation with an exterior
boundary condition

Au(x) = —1, x €D,
ux) =0, x € D°. (6)

Here

2
Au(x) = —U'(x)u(x) + %u”(x) + e* j]l@\{o} (u(x +y) — ux) = Iy () yu'(x)]v.(dy). @
Here D¢ is the complement set of D in R'. The generator A of the solution trajectory is defined as

Au = lim,_, Bule) =4 for everyu € CZ(RY.

First escape probability. Itis used to characterize the probability of the TF-A monomer concentration X,
first escape to the high concentration state E from the low concentration region D, denoted by p(x)%, that is

p(x) =P{X.(x) € E}. (8)

The escape probability p(x) solves the following differential-integral equation with Balayage-Dirichlet exterior
boundary conditon

Ap(x) = 0, x€ D,
{1, X € E;

P 0, x € D°\E. )
Here A is a generator defined in equation (7). Note that the p(x) = E[¢ (X (x))]is a harmonic function respect
to X,, which is the unique solution to the Balayage-Dirichlet problem.

Numerical simulation. An efficient and accurate numerical finite difference scheme is developed and vali-
dated for computing the MFET and the FEP from the governing differential-integral equation by Gao et al.*’. This
scheme is revised for our model in x € (g, b), by a scalar conversion x = b-a, + MZ'—“ forze (-1, 1), and

y = uj/, the integral of term (Ij,<5yu’(x)) is zero in the symmetric a-stable Lévy motion. If we let

v(z) = u(b ; Sz + h:” ), the equation (7) of generator A can be discretized as following
4 %, 2 [b —a b+ a] ,
——Vv"(2) + zZ + vi(z
(b—a)l 2 ® b—af 2 2 ®
_s“Ca[ 2 }“ L @)
a b—a) |0+2)* A-2)"
Sz vz 4 P) — v(z) .
+6“CQ[ ] Vet 5 = v g5 ),
b—a f—l—z iy (10)

where the integral in the equation is taken as the Cauchy principal value integral. Where 1(z) = —1or ¢ (z)=
Cof 2 \* 1 _€%c, b—a b+a\ ® b—a bra\ ®
() o = S8 (0= e e (e e ey

ary condition of the MET (Eq. 6) or the FEP (Eq. 9) in Scenario 1 (Scenario 2), respectively.

corresponds to bound-

References
1. Siiel, G., Kulkarni, R., Dworkon, J., Garcia-Ojalvo, ]. & Elowitz, M. Tunability and noise dependence in differentiation dynamics.
Science 315 (2007).
2. Siiel, G., Garcia-Ojalvo, ., Liberman, L. & Elowitz, M. An excitable gene regulatory circuit induces transient cellular differentiation.
Nat. Lett. 440, 545-550 (2006).
3. Turcotte, M., Garcia-Ojalvo, J. & Siiel, G. A genetic timer through noise-induced stabilization of an unstable state. PNAS. 105, 15732
(2008).
4. Smolen, P, Baxter, D. & Byrne, J. Frequency selectivity, multististability, and oscillations emerge from models of genetic regulatory
systems. Am. J. Phys. C531-C542 (1998).
5. Assaf, M., Robert, E. & Schulten, Z. Determining the stability of genetic switches: Explicitly accounting for mRNA noise. Phys. Rev.
Lett. 106, 248102 (2011).
6. Zhao, X., Ouyang, Q. & Wang, H. Designing a stochastic genetic switch by coupling chaos and bistability. Chaos. 25, 113112 (2015).
7. Wang, C., Yi, M., Yang, K. & Yang, L. Time delay induced transition of gene switch and stochastic resonance in a genetic
transcriptional regulatory model. BMC Symtems Biology. 6 (2012).
8. Liu, Q. & Jia, Y. Fluctuations-induced switch in the gene transcriptional regulatory system. Phys. Rev. E. 70, 041907 (2004).
9. Li, Y, Yi, M. & Zou, X. The linear interplay of intrinsic and extrinsic noises ensures a high accuracy of cell fate selection in budding
yeast. Scient. Rep. 4, 5764 (2014).
10. Choi, P, Cai, L., Frieda, K. & Xie, X. A stochastic single-molecule event triggers phenotype switching of a bacterial cell. Science 322
(2008).

SCIENTIFICREPORTS | 6:29274 | DOI: 10.1038/srep29274 11



www.nature.com/scientificreports/

11. Xu, Y, Feng, J., Li, J. & Zhang, H. Lévy noise induced switch in the gene transcriptional regulatory system. Chaos. 23, 013110 (2013).

12. Hasty, J., Pradines, J., Dolnik, M. & Csilins, J. Noise-based switches and amplifiers for gene exprssion. Proc. Natl. Acad. Sci. 97,
2075-2080 (2000).

13. Edwards, A. et al. Revisiting Lévy flight search patterns of wandering albatrosses, bumblebees and deer. Nature 449, 1044-1048
(2007).

14. Humphries, N. et al. Environmental context explains Lévy and Brownian movement patterns of marines predators. Nature 465,
1066-1069 (2010).

15. Jourdain, B., Méléard, S. & Woyczynski, W. Lévy flights in evolutionary ecology. J. Math. Biol. 65, 677-707 (2012).

16. Lomholt, M., Ambjornsson, T. & Metzler, R. Optimal target search on a fast-folding polymer chain with volume exchange. Phys. Rev.
Lett. 95, 260603 (2005).

17. Schétz, T., Neher, R. & Gerland, U. Target search on a dynamic DNA molecule . Phys. Rev. E. 84, 051911 (2011).

18. Sanchez, A. & Golding, I. Genetic determinants and cellular constraints in noisy gene expression. Science 342 (2013).

19. Raj, A. & Van Oudenaarden, A. Single-molecule approaches to stochastic gene expression. Ann. Rev. Biophys. 38, 255 (2009).

20. Raj, A., Peskin, C., Tranchina, D., Vargas, D. & Tyagi, S. Stochastic mRNA synthesis in mammalian cells. Plos Biology 4, 1707 (2006).

21. Golding, I., Paulsson, J., Zawilski, S. & Cox, E. Real-time kinetics of gene activity in individual bacteria. Cell 1025-1036 (2005).

22. Bohrer, C. & Roberts, E. A biophysical model of supercoiling dependent transcription predicts a structural aspect to gene regulation.
BMC Biophysics 9 (2016).

23. Muramoto, T. et al. Live imaging of nascent RNA dynamics reveals distinct types of transcriptional pulse regulation. PNAS 109,
7350-7355 (2012).

24. Sanchez, A. & Kondev, J. Transcriptional control of noise in gene expression. PNAS 105, 5081-5086 (2008).

25. Woyczynski, W. Lévy Processes: Theory and Applications, chap. Lévy processes in the physical sciences. (Birkhauser, Boston, 2001).

26. Duan, J. An Introduction to Stochastic Dynamics. (Cambridge University Press, New York, 2015).

27. Applebaum, D. Lévy Processes and Stochastic Calculus. (Cambridge University Press, New York, 2009).

28. Kramers, H. Brownian motion in a field of force and the diffusion model of chemical reactions. Physica. 4 (1940).

29. Freidlin, M. & Wentzell, A. Random Perturbations of Dynamical Systems. (Springer, Heidelberg, 1998), 2nd edn.

30. Gardiner, C. Handbook of Stochastic Methods for Physics. (Springer, New York, 1985), 2nd edn.

31. Chechkin, A., Sliusarenko, O., Metzler, R. & Klafter, J. Barrier crossing driven by Lévy noise: universality and the role of noise
intensity. Phys. Rev. E. 75, 041101 (2007).

32. Imkeller, P. & Pavlyukevich, I. Lévy flights:transitions and meta-stability. . Phys. A: Math. Gen. 39, 1.237-1.246 (2006).

33. Imkeller, P, Pavlyukevich, I. & Wetzel, T. First exit times for Lévy-driven diffusions with exponentially light jumps. Ann. Probab. 37,
530-564 (2009).

34. Yang, Z. & Duan, J. An intermediate regime for exit phenomena driven by non-gaussian Lévy noises. Stoch. Dynam. 8, 583-591
(2008).

35. Grasman, J. & van Herwaarden, O. Asymptotic Methods for the Fokker-Planck Equation and the Exit Problem in Applications.
(Springer, New York, 1998).

36. Qiao, H. & Duan, J. Asymptotic methods for stochastic dynamical systems with small non-gaussian Lévy noise. Stoch. Dynam. 15,
1550004 (2015).

37. Gao, T, Duan, ], Li, X. & Song, R. Mean exit time and escape probability for dynamical systems driven by Lévy noises. SIAM J. Sci.
Comput. 36, A887-A906 (2014).

38. Hao, M., Duan, J,, Song, R. & Xu, W. Asymmetric non-gaussian efficts in a tumor growth model with immunization. Appl. Math.
Mod. 38, 4428-4444 (2014).

39. Chen, H., Duan, ], Li, X. & Zhang, C. A computational analysis for mean exit time under non-gaussian Lévy noises. Appl. Math.
Comput. 218, 1845-1856 (2011).

40. Menck, P, Heitzig, J., Marwan, N. & Kurths, J. How basin stability complements the linear-stability paradigm. Nat. Phys. 9, 89-92
(2014).

41. Meiss, J. Differential Dynamical Systems. (SIAM, Philadelphia, 2007).

42. Sato, K. Lévy Processes and Infinitely Divisible Distributions. (Cambridge University Press, New York, 1999).

43. Samorodnitsky, G. & Taqqu, M. Stable Non-Gaussian Random Processes: Stochastic Models with Infinite Variance. (Chapman Hall,
London, 1994).

Acknowledgements

We would like to thank Xiaofan Li, Xiao Wang and Xiujun Cheng for discussions about computation. We are
grateful to Peter Kloeden, Peter Imkeller, Jian Ren, Ming Yi and Quan Liu for helpful discussions. This work was
partly supported by the NSFC grants 11531006, 11371367 and 11271290.

Author Contributions

Y.Z. and ].D. designed the research and wrote the first draft of the manuscript. Y.Z. performed computations. L.S.
and J.K. analysed the results and concepts development. All authors conducted research discussions and reviewed
the manuscript.

Additional Information
Competing financial interests: The authors declare no competing financial interests.

How to cite this article: Zheng, Y. et al. Transitions in a genetic transcriptional regulatory system under Lévy
motion. Sci. Rep. 6,29274; doi: 10.1038/srep29274 (2016).

This work is licensed under a Creative Commons Attribution 4.0 International License. The images

G or other third party material in this article are included in the article’s Creative Commons license,
unless indicated otherwise in the credit line; if the material is not included under the Creative Commons license,
users will need to obtain permission from the license holder to reproduce the material. To view a copy of this
license, visit http://creativecommons.org/licenses/by/4.0/

SCIENTIFICREPORTS | 6:29274 | DOI: 10.1038/srep29274 12


http://creativecommons.org/licenses/by/4.0/

	Transitions in a genetic transcriptional regulatory system under Lévy motion

	Results

	Shorter MFET for higher noise intensity. 
	Shorter MFET for higher Lévy noise intensity and larger jumps. 
	Optimal Gaussian and non-Gaussian noise intensities for maximizing MFET. 
	Two scenarios of escaping. 
	Effect of Lévy motion index and noise intensity on the FEP for different concentrations in Scenario 1. 
	Larger jumps in α-stable Lévy motion promote the transition in Scenario 2. 
	In Scenario 1, both Brownian motion and α-stable Lévy motion advance transition in different ways. 
	In Scenario 2, α-stable Lévy motion is more likely to induce a transition. 
	Definition of stochastic basin of attraction. 
	Stochastic basin of attraction under Brownian motion. 
	Stochastic basin of attraction under α-stable Lévy motion. 

	Discussion

	Methods

	The TF-A monomer concentration deterministic model. 
	The TF-A monomer concentration stochastic model. 
	The α-stable Lévy motion. 
	Mean first exit time. 
	First escape probability. 
	Numerical simulation. 

	Acknowledgements
	Author Contributions
	﻿Figure 1﻿﻿.﻿﻿ ﻿ Model of genetic regulation with a positive autoregulatory feedback loop.
	﻿Figure 2﻿﻿.﻿﻿ ﻿ Effect of noise on the solution trajectories of the stochastic model (Eq.
	﻿Figure 3﻿﻿.﻿﻿ ﻿ Effect of noise intensity on the mean first exit time (MFET) u(x) with D = (0, 1.
	﻿Figure 4﻿﻿.﻿﻿ ﻿ First escape probability (FEP) p(x) from the low concentration region D = (0, 1.
	﻿Figure 5﻿﻿.﻿﻿ ﻿ First escape probability (FEP) p(x) from the low concentration region D = (0, 1.
	﻿Figure 6﻿﻿.﻿﻿ ﻿ Effect of the relative contribution factor λ on first escape probability (FEP) p(x).
	﻿Figure 7﻿﻿.﻿﻿ ﻿ Effect of noises on the stochastic basin of attraction.



 
    
       
          application/pdf
          
             
                Transitions in a genetic transcriptional regulatory system under Lévy motion
            
         
          
             
                srep ,  (2016). doi:10.1038/srep29274
            
         
          
             
                Yayun Zheng
                Larissa Serdukova
                Jinqiao Duan
                Jürgen Kurths
            
         
          doi:10.1038/srep29274
          
             
                Nature Publishing Group
            
         
          
             
                © 2016 Nature Publishing Group
            
         
      
       
          
      
       
          © 2016 Macmillan Publishers Limited
          10.1038/srep29274
          2045-2322
          
          Nature Publishing Group
          
             
                permissions@nature.com
            
         
          
             
                http://dx.doi.org/10.1038/srep29274
            
         
      
       
          
          
          
             
                doi:10.1038/srep29274
            
         
          
             
                srep ,  (2016). doi:10.1038/srep29274
            
         
          
          
      
       
       
          True
      
   




